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Bispecific antibody for cancer treatment - composed of an anti C-@erbQ 
@B@-2 gene prod, monoclonal antibody and an anti CD3 monoclonal 
antibody 
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Abstract (Basic) : JP 05170667 A 

The antibody is composed of an anti C-@erb@ @B@-2 gene prod, 
monoclonal antibody and an anti CD3 monoclonal antibody. More 
specifically, the anti C-@erb@ @B@-2 gene prod, monoclonal antibody is 
SER-4 and the anti CD3 monoclonal antibody is OKT-3. 

USE/ADVANTAGE - The bispecific antibody is effective for 
cancer treatment . 

Examples are as follows: (1) immunisation of animal and 
prepn. for an antibody producing cells where 6 week old BALB/c mouse 
was immunised with human breast carcinoma cell SK-BR-3 (ATCC HTB 30) 
and after final immunisation, spleen was extirpated and red blood cells 
removed were used for cell fusion; (2) prepn. of mouse myeloma cells 



where 8-azaguanine-resistant mouse myeloma cell line P3-X63-Ag8653 was 
used- (3) prepn. of hybridoma where mouse spleen cells obtd. by (1) and 
mouse myeloma cells (2) were mixed in a ratio of 10 : 1 using PEG-1000 
as accelerator, fused in MEM-DMSO mixed soln. , hybridoma being selected 
by twice cloning on HAT medium; (4) prepn. of an monoclonal antibody 
where pristine treated 8 week old nude female mouse was used; and (5) 
prepn. of a bispecific antibody where obtd. monoconal antibody .OKT-3 
and monoclonal antibody SER-4 were used, and fragments Fab'-S-NB and 
Fab'-SH prepd- from these monoclonal antibodies were mixed at 1 : 1, 
incubated at room temp, for 4 hrs. and produced reconstructed F(ab')2 
was isolated as a bispecific antibody. Dwg.0/4 
Derwent Class: @B04@; @D16@; 

Int Pat Class: @A61K-039/ 395Q ; @C07K-015728@ ; @C12N-005/20@ ; @C12N-015/06@ ; 
@C12P-021/06@; @C12 P-02 1 /08@ ; @C12 P-02 1 / 080 @C12R-001-91@ 
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1 

in** 1 ] ttc-e rbB-2Se^ gigjl^ / ^ n —)-}V^i^ 

[K*J12] glc-e^bB-23ig?gi|^^l^yi^^-:^;^Si«: 

[0 0 0 1] 
[0002] 

— (Nature), 354-356 (1985), m, 314^ 628-631 
(1985)) . /UT^^zyy^ yi^^i^t\t. 2'PC?)Sfto 

[0 0 0 3] fux^-yy^ i/i'gifrsfps-r-s^&fet 

succlniBidyl-3-(2-pyridyldithloI)-proplonateD ^S- 
^'f K CS-acelylmercaptosuccinic acid anhydride] 

• :t:r • Xi/X'^U ;<>^')l' • plx-< v'XJ.Exp.Me 
d.). 163. 166-178 (1986)] , -YSa./ i^D:/iJ>4H^ 
©Fab y^if;<>h^oV bT^^ A < fPST 

ca-Di;7>" >'v-:^-;^•:t:^•'rAy^i;- 
(Eur.].llIllllu^ol.), 19. 1437-1441(1989)] Hizim^ 

[0 0 0 4] ffifS«31i:IIKV*»CJ;cT, mCD3=^/i^ 

^■fey h(Lancet)i335, 368-372(1990), 'TA/Dv'- 

• h')x-(Iniioonol. Today). 12 , 51-54 (1991)] . 

[0 0 0 5] t hc-erbB-2:/D h^>n v->gi^©lBB 

>H • -tJVy- • A-f^D>?-(Mol. Cell. Bio.). _9. 11 
65-1172 (1989), A'-f :t'^5*)> • 75"><' • h7 



(2) #K¥5-1 7 066 7 

2 

^XTi'-^aXBio.Soc. Trans.). 16, 675-677 (198 
8)] . 
[0006] 

mmm^\^i^^t.-t^nm *%w®BWtt. s© 

[0 0 0 7] 

bB-2)Se^S<K)ty ^ D-:^JHR«:tjKCD3ty D- 

c-erbB-2Ji&fi:-t©]S'Kl«, ffi>!r©th 

T, SiCD3^/i?D-:h;U$i#:tlric-erbB-2tyi7D- 

S!lBlS^feS«^j*^:©»*•&t)■^^■•C, ISmJhte«f^«©iS 

[0 0 0 8] «Tlr*%W'£»iBB»C|}iMf ^. c-erbB-2 

©t^feDffp. c-erbB-2jie^S<Kj!&ilS5S^UTV^St 
20 haJSi!iteiftja:<t*&^fegELfcI!|!^©B«f7>?x©# 
flMifflBai:&B*-&i^1i-TA-f:/U H-T=6fPSb. c-er 
bB-2ate^SifeS5!Sl/TV»^ifflflai:KJSb, c-erbB-2 

-:^)^$l#:^£^l&•rsA'^:/•J H-vssiK-rso sa 

T-'f >A*7A;a:t-C»Sbfcfe©^&*ic-erbB-2aei^ 
mifet y n-:h;i.ft«:oaS5ift: t UTipfil-r^, CD 

nTVi50KT-3ift<i:OA-1':/'J F-T&fflViTg^TS 
[0 0 0 9] ::©J;5tL'T#&n*2tt©^>'i7D- 

:^;^s^^*:*'<:/>'>4>A/w v-cjaau, F(ab' )i 7 5 

-f h-;KDTT)!fei*&fflViTS7c-r-5::tfcj;D, iSfi 
©SH-SS^5Fab'-SHlr^«i-r'5. 
©Fab' -SH <£5. 5' -i??^:ttX-2-n h D'^>'/-< >;;i'7 
y H (DTNB) E-r^m^t^ ;ittC<fcr)Fab'77i'pi> 

40 h©- ^^'>^>^f>'gi^(^:T^b^)Fab•-s-NB^c^^•r 
•&. #^n-5Fab' -SHtFab'-S-NBt Sig^U FasI Pro 
tein Liquid Chromatography (FPLC);ft^:TfilSf 5 
tiO. n-{7.^=yy4v^Wf^^'{m't^, 

[0 0 10] KTtr. imiR<Jin^7.^'yy4 v^WI$- 

(1) Si|!l&©^fceEttt<^S4iffl^©g§S 
c-erbB-23ifi^gi{Slt?*-r5^ y o-:^;Pgi^*:©(^ 
S: 3~2 0ja<^©"7«>X^it»7yMcJill (c-crbB 

-2iae^g«j^S558SUTVJ?.«eijs) sffeaux, -e© 

50 SftteOB*, 'J>ASi, *ffijfil*©ta*t:S*m?&«Sl-r 
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(3) 

3 

h (Complete Freund' s Adjuvant) , ^TcUMkit.? )V 

[0 0 11] ftjgroia^tt. ll51B©S#®«l~2ji 
IB:fe^»C5~l 0lHlfT5. #l9:4-«3~7 BBtailSi? 

^6as!l«^ (el i s ajs) : m^m 

[0 0 12] CD3Jc^t-rstyi'n-:f;i'ia«:o<^S! : 

3~2 Offl^®V>X*fctt75/ MclaM (t h*ffijfil 
l~2a[SI*^IC5~l 0|5Iff5. Si9:-^3~70B 

y h*ii¥SBiia©«ii&agtbTg«-r-5. 
[0 0 13] a$8ij!aa:»ifiMaasa©i»^irft-r*«c»fc 

oT. tnLlS«!l«©««llS:#«3~7HB»C. 

•^j^^fctt^y h<fcoii¥iii&iiwu. ii$iaHiia*s«cr 

b. S'C^4i■K (l,200rpm. 5^) bfc«, ±M*}tT. 50 

[0 0 14] (2) ^mmm'^omm 

ffl-rs. 8-71f^7r:>Wttv<:;x (BALE 

/c4*) #6IM8B8a*^3-X63Ag8-Ul(P3-Ul) (3— Db! 
7> • -f A/'Uv— (Ear, Llmmuno 

1.), 6_, 511-519 (1976)D , SP2/0-Agl4(SP-2) i^-i 
5^-\'-(Nature)i276, 269-270 (1978)) , P3-X63-Ag865 40 
3(653) V^^—TJl' ' • -f A / Di?— (J. Immnno 
1.).123. 1548-1550 (1979)) , P3-I63-Ag8a63) C^'f 
5=-^-(Nature)^, 495-497 (1975)) fi^Hflm^f-'l^tl 

:in^0mmmt, s-7ifif7->mm, ckpmi-i 
64omm\zif)Vi'S.> (i.smM) . 2 -/;i/:*:/hx^/ 

-JP (5X10-«M) , ':?x>5'Y'fv'> (lOtf g/ml) 
:feJ;Wfl&ieifil« (FCS) (CSLttS. 10%) <&Jo 
Ait^a (6ATiE^^S«iVip) Jc, $&K:8-71fi' 

7:::> (isMg/Bi) ^m^Tc^m xmRri)*^, m 

iafii^©3~4BiUciE^«165lCi!8f^L. a^i^tc2x 50 



mmVS-l 7 0 6 6 7 

1 o'®6i±©SBiascsa«-r5. 

[0 0 15] (3) tiJiggk^ 

(1) Xfb&ht:.^^<D^Wm^mt (2) T#^n 
fc#flHifflBa€MEM«ffl*fcttP B S (U >m-i- h 
U-i^A 1.83g, U^K-^'J-^/A 0.21g. -km 7.65 
g, 5Sg@*lU>yh;k PH7.2) T?<k<i5fe^U 

fii^t:S4afliia:#fiM«a8a=5~i o : i\zfs.i>^ 

dS^U, Si^i^fK (l,200rpB. 5») bits, 

itT. a:®b:fcaijfi»si;<s<rbfcs. isi^ba:*^ 

3 7^7?. :J?UX5^^>yUa-JP-1.000 (PE 
G-1,000) 2 g, MEM««2m 
;i'*^^->KO. 7ml©ji8£0. 2~lml/l O'ta^*: 
jS^ifflia^illD^, l~2i^K»fcMEM^%l~2inl 
ii^mta^Tc^. MEM*&»£lD;^T^*«5 Omit 
;S:5<t:'5fc-r-5. jSi>^^« (900rpn, 5^) ±fflS 

■5®a*-, q»CWbTl0S^j5McMga^HAT«a (]E« 

mmz\i^^i}-y^> (io-*m) . (1.5x10 

-«M) 43J:y:75y:/xU> (4x10-' M) Srftl^fc^ 
a) 10 0mlt}'Cffi)«S-r-&. 

[0 0 16] z.(o&mmi:9 6nmmm:/u-b\zio 

(i", 3 7'CT7~ 1 4 B&i^^-r^.. m^±m 
0-^^tf)mm^&mmm^ii\z^r). c-erbB-2ag 

^;gfe^l8«bTV>SiitetSl&b, c-erbB-23tfe^]g 

tes%3SbTVi;ftViaiHats*:b;a:ww:^u h-ts: 

iHliSOSb ClUIBttHT^M (HAT^**i6.75>' 
:/xU>SB5^i&«tt!) , 2llB»iE«««lS«ffl-r 
•5) . ^^bT^Vittfl:ffi©l8»6n/£:t)©Sfiic-erbB 

tVXmiRt^. |g«©;&jS*fflViT, giCD3t 

[0 0 17] (4) ^/i/a—)-)VmW<DmU 

yux^'>ffla C2. 6. 1 0, 1 4-xh7;*5';t''^> 

3'r*> (Pristane) 0 . 5 m 1 SHeWS-^ b, 251 

w«aw-r^) bfc8~i oja^®-7»>x*&»p?-H-7 

'>7.\Z. (3) T#enfcJtc-erbB-2®e^«i^t/'^ 
n-:J-;Ugi«:g3fe/W >^'J H-^«ete. i$J:i;«iCD3t 
/i'D-:^;^fi^«:Safe/wyu H--7fflK2x 1 0•~ 
5 X 1 O'lMBa/ESrKErtaifr^. 1O~210T 

A-fr'"'; H-vfiM^Sflsf'S. 2:©v':7x*^eM*s 

»5(b. (3,000rpm, 5i^) bTHJ^^SPSs* 

40~50%6SK7>^:-'^AT*g«fb. DEAE— fe 

7rn— X:«J7A. :/Dx'f ^A-^^Aa&s^itt-fe;!/ 
D^y-f >GSL2 0 0 0 (^flS^IjIgttS) ©:«J7A 

[0 0 18] tt«^©^)-y^7;^©ft^tt. -^t/Ts^Ji; 
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(4) 

5 

[0019] ( 5 ) /N'-l* X'^v'^ y ^ei(*:Wf^S 

:»-;i/tt«:OF(ab').:75i/^>h t>^-v-:J-;i":t:/- 
•f A / P ( J . I mmuno 1 . ) , 131. 2895 (1983)] <&DTT;4 

tric-erbB-2®ei'g(Kl^/ ^ P-:^;i'fii«:CQF(ab')i 7 
^ > K fe^tt D Dim t'OSTcSa ^ffl t^T®^ L. 
^ 6 nSFab' -SH?&yjI/i^ P-7 h ^7 7 W -Tifiisi-r 
■5. 

[0 0 2 0] Fab'-S-NBtFab'-SH&l : ITii^b, » 
IQFfl-f >^-i'^-i^3>U ^^^n2.Hffi^F(ab')2 

[002 1] 20 

(6) n-f X'^->7W yi^R^oKrtJttWSI^ 

(5) TfPiS3nfcAMX'^v'7^!y^tt#:i:thU> 

/'?i^*3j:t;c-erbB-2jae^^]il#j|SttWBatOSjettSii 
($i«:|ie^'7r:3.7Jk B.Harlow, D.LaneH. 

Cold Spring Harbor Laboratory^iHI. 1988^) fililZ^ 

[0 02 2] 

( 7 ) AW X^->7 ^ y i7m«:©Jta®^m- 1 - 
MBHaS^^U JaCDSgift^t-f >^'-P'f4^>-2(lL-2) 5<? 

CD4* ^)VJ\-/=^y-mmi:'' ' CrTgiibfcc-erbB-2Jt 

j:t;##aTT^«b. 5E««ia*^&jsaB-r5"cr®^f 

[0 0 2 3] 

(8) mx'^->7w">^tt«^©6iia®«i«-2- 

[0024] 

[^^] 

ea-^BALB/cT^zxt, c-crbB-2®e^M(i)S^^Sb 
Tl^Sfc hafiiRBKSK-BR-3(ATCC##HTB30)iK) 1 X 1 0 



!|#§i¥5-1 7 066 7 

6 

m^i^m^fkMiWm WSIKv-3.7;1', E.HarI 
ow, D.Lanefg, Cold Spring EarborLaboratory?J> 1988 

aS) fTaiI»rU b!>-feyhTS<U iS-C^^^fB (1. 
200rpin> 5») UfeS^, ±fll*}iT. hU;^-ffi^b7> 
(pH7.65) 1?l~2^^PaffiaL'?i^Jil3E*&^S 
b. MEM^flHTSlHlffi^bllBBaM'&tfflV^fc. 

[0 0 2 5] (2) v^xflffUffifflfl&oigK 
8 -71f i^7->Ktt'7^7X#ffiliaOJja«a'3-X63-Ag865 

3<E]E^itiaTJS«u «iiia»^i$ic2 X 1 o'Sk±<Dm 

[0 0 2 6] (3) A-f :/'J H--7©f^® 

±IB (1) •v^^ntc^^T.s^mmti.ii (2) 
n&»6iMSfflietsi 0 : iizn^^^m^u 

^ (1.200rpm. 55» Lfc^, ±fl|i£ltT, itjRbfcffl 
JB»*J;<H<"L&«, tmLfii>^<^> 3 7'CT. 3}?'J 
X9^l/>i!"jn-;i/-l,000 (PEG-1.000) 2g. M 
EM«f»2in I *<fct;i^;l5";VX;i'*+->H0. 7ml 
©il}8tO. 2~lml/l O'Vi/XBIiliBa^lin^. 1~ 

2^mmzuEMi^mi~2mi^^misixrc^. me 

M^i6£Jjn^T^*^5 0mnrft:5j;5fctfc. jS'O 
(900rpiD, S^i-) ±f*Sr}tT, lj)-54»*MCilifi 

S-^jiWCifflJ^SHATSffil 0 0ml ttiCKilUfc. 
[0 0 2 7] 2:©e«S£S9 6^SSfflyp-h»Cl 0 
0 M 1 /7t-ft?5^ab, 5%COi-(>^3L^~^- 
37 -CT 10-14 a WlS^bfc. t&S±«*^SK-B 
R-38iiatK^SL, c-erbB-2Se^gifei&5SSbTl^;a: 
V>NIH-3T3 (ATCCS^CRL1658) SJEti: ttSlK b;5:Vi x 

-->if^mf)^VX, fiic-erbB-2Jie^lg#)t/i7P 

[0 0 2 8] Z.<0/\-i-f^) H— ^SBR-4©fi^-r'5*/ 
P-:^J^g^#:SER-4tt, c-erbB-2®e^jg«&*l6Sb 
TV^St hSfilfflfiKATOIII (ATCC#^mB103), \lV:k 
ffiJSi!fflMS174T (ATCC#^CL188) . feJcT/T'^/Xjffl^ 
lH-3T3fcc-erbB-2ffle^S^Al/s c-erbB-2jae^^S'K) 
SBf6S-r-5J:5fc^o;t«BIIi&A4-15tar<RiSL, c-e 
m-imBFf'MtSa UTVi >t7 XOTSaNIH-3T3, 
V <:7 xaS®NIH-3T3K:BI ras jBe^ S:® A bfcJfflffiRASc 
D. *Jj;i;t hBifflBa'J >*-V-«EDaudi(ATCCS^ 
CL213) t tt^< Rf^Lfii^-Dtc. ttCDSty P-:?-;!/ 
Si«:|C:3V>Ttt. Slft«:*]gfe-r-5A-f:/U h'-VOKT- 
3 (ATCC#^RL8001) i&ATCC± DBIXbfc. 

[0 0 2 9] (4) ^/i^D-^i-Jl'ft^it^WSjg 

:/'jx3'>iiaaufc8a<^:5i-Hil-7<^x»c±E (3) 
T^^nfcA-f H-vtts-i 0x1 o'Wfla/E 
?&-?-n^nis<i©v'>:i^icKiertai*bfc. 10-210 
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(5) 

7 

^7.fS^f>. K7K<&««t (l-Sml/EE) t. iS^l^^^fil (3. 
OOOrpm, 5i>) tTHJ^»&l^*Ufc<, 
[0 0 3 01 ^/i?n-:)-;i/Jx#*ngGOt*tt, 
nfcK*S:iK^A2;7 7- (l.BM^^'J -»-3M NaCl. 
pH9) T?S«f^:?'DT-'f >A— fe7rD-:x;>j7A (7 

y- (0.1Mi'X>K PH4.0) TlgGHii'S^ai/it. 

SfW^^lfl::^h'Jr>AO. SMS^inbfcPBST-r* 

[00 3 1] tn;#©iJ-:/i' ^x^rv^xt y d-:J-;1/ 
gi«^^'-1't;>i'*^/ h-Cft^Ufctil^, c-erbB-2jte 
^jgiKifcitr-sty D-:^-;pjn;(*:SBR-4ttigGi. cos 

[0 0 3 21 (5) A-f X'^v^W >y^gift:cDf^S 
t y n-:h;l/$i#0KT-3*'<:?'5/> (v'^'V (Sigma)tt 
m T0.1Mi/X>KAy7T-(pH4.1)*. 3 7'CT2 

^S^BK, IM MaHC03<&lin^TpH!£8Je:±lf-5J:i:ICJ; i» 

XT-f>#«ETv ^mmn^y C?— »h>(Worth 
ington)aiO -CSiiM EDTAS:-&tJO. IMB^KA-y^r- 
CpHS.S)!!'. 3 7'CT3ll#rai!l31LTF(ab')a77i'>l 

IC LT^enfc 2 a©F(ab' )x-y=y^^> V^'ttx.^ix 

yjVi; a-7h if yy^~-cmmLtz. 

[0 0 3 3] ^/^'a-:h;Haft:0Kr-3©F(ab').77i' 
;*>h*0.5iiiM DTTT305>, pH7.5Ti!iaUJS7Ebfc. S 50 
TcKJKtt. DTNB (S*liSS5iDM) 4^bfcF 
ab'-S-NB^&'y;Ui^DVhi/77-i'-T:^f8tbfc. "ejff 
a -i-)Vm^SER-4(Df (ab* ) 1 7 7 i';)^ > h 0 0. 5m 
H DTTSIBV^TJiTcl/, Fab'-SHSyjPi'nv ^^/57w• 
-Tfi[SUfc. Pab'-S-NBtFab'-SH«l : ITJg^U, 

F(ab').?&yjl/i?n-7hi;'7 7'f--e¥®U /UT.-^ 

[0034] 40 
(6) A*'fX'^x7'f yi7jRft:©SjSte®iiK 
Stt<fcCD4*'\;P/t-/:*^7-aBfla:fe*r/NIH-3T3ailKICc 
-erbB-23te^i&^AL. c-erbB-2JieTli«i&ilS^S 

-r-5«t'5ic&cfcaiiiaA4-i5ic«-r^±fB (s) Tf^s 

iDH'^fc. S;£:fett7D— y-^f hpl h'J-(FACScan) 

[0 0 3 5] sttfl:cD4*'\;i'A-/*7-aasac«UT 



#H¥5- 1 7 0 6 6 7 

8 

fc. ffflflaA4-15tc?*bTtt, /U7,^'>y^yi' 

isant/N'-f X'^S'y-f y :?Sifr«CD3iH4u >A«itc 

[0036] 

(7) A-<x'^->7^ yifm^ommm}^- 1 - 

«ttft;CD4* A;l.A-/+7-«aifl& t« ' Cr-CglSLfcc-er 
bB-2fig^«feSttMBa& 2 0 : 1 ©Jt^"e;WX'<-> 

4I^M1SIII.. 5EJSIffllia*»6jS(!|-rs"Cr©;W>T-iS 

t:m&r^^t\z^r)^ijmm^^m^tz, ^-oites, 

^ 3 0»C^-ri 5 fcc-erbB-2ieeT^«(*itS5!SUTVi 
-5SV11. A4-15. KATOIIL LS174T(D^MI®ttia^fc5ES 
bfc. c-erbB-2ffle^giKl£^SbTV>?i(r»NIH- 
3T3, RAScD, DaudiO^&aB^^^S^:^t•5EiSb:^A^o 
fc. 
[0 03 7] 

( 8 ) A'-i" x'^v'^ w y i^m^o^mmmm- 2 - 
jSttfl:cD4*A>ji.A-/4^7-ifflfla2 X 1 o'mt^mm 

iMja2X 1 0«<B&A-fX'^>'7>< yi'*ift:(10/xg)t 
tfefcii^l,, BALB/cX-HT-^/XlC^T^ttUfc, 

m40C^rJ;5tC. c-erbB-23ieT«'»^iiS 
^SbTVi-5jaaaA4-15 (04-A) tLS174T (04-07? 
fi, S#^kCD4' A'-f X'^v'^^ 

5/ st*^ ^^ffl^'&fc^fc t ^ \z<r)^mmm0Si^^m v. 
TViJinasieRAScD (H4-B)-ett, Mmm. mmtcM* 

[00381 

[»W©^»] *58MlcJ:n«3B©f&«tWS!i;attc-er 
bB-2fiei^S'^^ y D-:J-;|/Jn:^tjKCD3t y n- 

[01] SSiHtt, A'-fX'^S/^-^ •yi'j^^tfrof^SSfe 

[0 2] |g2 0tt, A'fX'^e^^W y^tn:(*:i:flfttlt 
CD4*a;1/A-/4^7-«I1S (0A) *<tt;ffllSA4-15 

(0B) tODKl&SMit^ld^tt-t?^^, 7D— tJ-'f 
hU-(FACScan)T?»*fUfciem«*-r. a : 
>£;:a-frai>t^©a5tA3'->. b :^yi'Ci-:J-;i'gii 
{*:0KT-3&R^3-B-fctS®A:5'->. c;=f:yi^a- 
:?-;Vtt^*:SBR-4SrE^$-e-;/5:i^OA^'->. d : AM 
X'^i/^ W 5/ t f?©A^'— >, 

[031 m3m\t. JU7.^z^y.<yi/^t^ommm 



^97— 



(6) 



1$gl¥5-1 7 066 7 



(04] f&4mit, JU:^^'y7'<y9m.»(Dmi^ 
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AScDSHBa. ^4-CSttLS174TifflliaiC*lt^SiMjS^«& 



[gill 



[gl2] 



^ 2 ® 



anti CD3 anti c-erbB-2 
FCabOz F(ab*)2 




IDTT |DTT 





[BI3] 



^30 



Target c-erb-B2 
cells ocpffsslon Q 



-22- 



-52- 



m 



NIH-m- No 

Sni Yes 

A4-15 Yfcs 

RAScD No 

KATOin Yes 

Daudi No 

LS174T \fe5 



1 



7////////mmiy/////Ai', 



-J 



-498- 



(7) 



i|$M¥5-1 7 0 6 6 7 



[04] 




(51) Int. CI. 5 mmn ffrtsas^ fi &mm^mm 

C 1 2 N 15/06 

C12P 21/06 8214-4 B 

21/08 8214 -4 B 

(C 1 2 P 2V08 
C12R 1:91) 



-499- 



